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CN Cinchonan-9-ol , (8a, 9R)-, mono [4 - (cyclopropylcarbonyl) - 

a,a-dimethylbenzeneacetate] (salt) (9CI) (CA INDEX NAME) 
OTHER CA INDEX NAMES: 

CN Benzeneacetic acid, 4 - (cyclopropylcarbonyl) -a, a-dimethyl- , 

compd. with (8a, 9R) -cinchonan-9-ol (1:1) (9CI) 
FS STEREOSEARCH 
MF C19 H22 N2 0 . C14 H16 03 
SR CA 

LC STN Files: CA, CAPLUS, USPATFULL 
DT . CA CAplus document type : Patent 

RL.P Roles from patents: PREP (Preparation); RACT (Reactant or reagent) 
CM 1 

CRN 162096-54-0 
CMF C14 H16 03 



Me 




CM 2 

CRN 485-71-2 

CMF C19 H22 N2 0 

Absolute stereochemistry. 
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TI Preparation of 4 - (cyclopropylcarbonyl) -a, a- 

dimethylphenylacetic acid 
IN Ramesh, Dandala; Umashankar, Das; Diwela, Venkata Naga 

Meenakshi, Sunderam Sivakumaran 



Srinivasa Rao 
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PA Aurobindo Pharma Limited, India 
SO PCT Int. Appl., 16 pp. 

CODEN: PIXXD2 
DT Patent 
LA English 
FAN.CNT 1 

PATENT NO. KIND DATE APPLICATION NO. DATE 



PI WO 2003000658 

W: AE, AG, 
CO, CR, 
HR, HU, 
LT, LU, 
RU, SD, 
YU, ZA, 
RW: GH, GM, 
CY, DE, 
BF, BJ, 

SI 21232 
EP 1401815 

R: AT, BE, 
IE, SI, 
JP 2004521942 
v BG 107476 

^* US 2 004077900 
PRAI IN 2D01-MA511 " 
IN 2001-CH511 
WO 2002-IN135 

GI 



Al 
AL, AM, 
CU, CZ, 
ID, IL, 
LV, MA, 
SE, SG, 
ZW, AM, 
KE, LS, 
DK, ES, 
CF, CG, 

C 

Al 
CH, DE, 
LT, LV, 

T2 

A 

Al 

A 

A 

W 




20030103 
AT, AU, AZ, 
DE, DK, DM, 
IN, IS, JP, 
MD, MG, MK, 
SI, SK, SL, 
AZ, BY, KG, 
MW, MZ, SD, 
FI, FR, GB, 
CI, CM, GA, 

20031231 

20040331 
DK, ES, FR, 
FI, RO, MK, 

20040722 

20040130 

20040422 

20010625 

20010625 

20020619 



H 3 C / C °2H 



WO 2 
BA, BB 
DZ, EE 
KE, KG 
MN, MW 
TJ, TM 
KZ, MD 
SL, SZ 
GR, IE 
GN, GQ 
SI 2 
EP 2 
GB, GR 
CY, AL 
JP 2 
BG 2 
US 




002-IN135 

BG, BR, BY, 
ES, FI, GB, 
KP, KR, KZ, 
MX, MZ, NO, 
TR, TT, TZ, 
RU, TJ, TM 
TZ, UG, ZM, 
IT, LU, MC, 
GW, ML, MR, 
002-20003 

002- 745778 
IT, LI, LU, 
TR 

003- 51 
0J 




20020619 
BZ, CA, 
GD, GE, 
LC, LK, 
NZ, PL, 
UA, UG, 

ZW, AT, 
NL, PT, 
NE, SN, 
20020619 
20020619 
NL, SE, 

20020619 
0030117 
0030702 



CH, 
GH, 
LR, 
PT, 
UZ, 

BE, 
SE, 
TD, 



CN, 
GM, 
LS, 
RO, 
VN, 

CH, 
TR, 
TG 



MC, PT, 




II 



AB 



and 



A process to obtain highly pure 4- (cyclopropylcarbonyl) -a, a- 

dimethylphenylacetic acid (I) through crystallization from a mixture of para 



meta regioisomers of I and 3 - (cyclopropylcarbonyl) -a, a- 
dimethylphenylacetic acid (II) in cyclohexane, whereby the amount of 
undesired meta isomer II is decreased to below 0.5%, is described. Compound 
I is converted in the invention to highly pure terfenadine carboxylate, 
which is a known antihistaminic (no data) . 
RE.CNT 3 THERE ARE 3 CITED REFERENCES AVAILABLE FOR THIS RECORD 

ALL CITATIONS AVAILABLE IN THE RE FORMAT 



L3 ANSWER 2 OF 6 CAPLUS COPYRIGHT 2 004 ACS on STN 
AN 2002:52000 CAPLUS 
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TI Regioselective process for the preparation of 4- 

[ [ (diphenylhydroxymethyl) piper idinyl] but anoyl] -a,a- 
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IN 
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SO 

DT 
LA 
FAN. 

PRAI 



OS 
GI 



diphenylacetate derivatives as antiallergic agents 
D 1 Ambra ,JEhomas E . 



U.S. Pat. Appl. Publ., 20 pp., Cont. of U.S. Ser. No. 356,172, abandoned. 
CODEN: USXXCO 
Patent 
English 
CNT 2 



PATENT NO. 


KIND 


DATE 


APPLICATION NO. 


DATE 


US 2002007068 


Al 


20020117 


US 2001-758724 


20010111 


US 2003018196 


Al 


20030123 


US 2002-235052 


20020904 


US 1999-356172 


Bl 


19990716 






US 1993-83102 


Bl 


19930624 






US 1995-382649 


Al 


19950202 






US 1997-994357 


Al 


19971219 






US 2001-758724 


Al 


20010111 






CASREACT 136:102297; MARPAT 136: 


102297 






AB K Substantially pure piperidine derivs . I [wherein Rl = H or OH; R2 = H; or 
Rl and R2 taken together form a double bond; R3 = C02H or C02R4; R4 = 
alkyl containing 1-6 C atoms; A, B, and D = independently H, halo, alkyl, 
alkoxy, or other substituentslO] , useful as antiallergic agents (no data) , 
were prepared Thus, a mixture of Et 3- and 4- (chloro-l-oxobutyl) - 
a, a -dime thy lphenyl acetate (preparation given) was treated with aqueous 
NaOH to give a mixture of the 3- and 4-cyclopropyloxomethyl derivs. 
Regioselective salt formation with c inchonidine, followe d by recrystn^ 
gave 4 - ( cy c lop ropy loxomethyl) -a, a-dimethylphenylacetic acid. "~ 
Treatment with Me3SiI afforded 4- C^-iodo-l-oxobutyl) -a, a- ' ^ 
dimethylphenylacetic acid, which was esterified with CH2N2 (96%) . 
Coupling with a, a-phenyl -4 -piperidinemethanol produced I [Rl = 
OH; R2 = H; R3 = C02Me; A, B, and D = H] in 79% yield. 



OH, 
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AN 2001:408068 CAPLUS 
DN 135:19556 

TI Preparation of [ (piperidinoalkanoyl) phenyl] propionates and analogs as 
antihistaminics 

IN Krauss, Richard C; Strom, Robert M. ; Scortichini, Carey L.; Kruper, 

William J.; Wolf, Richard A.; Wu, Weishi W. ; Carr, Albert A.; Hay, David 
A.; Rudisill, Duane E.; Panzone, Gianbattista 
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PA Merrell Pharmaceuticals Inc., USA 
SO U.S., 60 pp., Cont . -in-part of U.S. Ser. 
CODEN: USXXAM 
Patent 
English 



No. 237,466. 



DT 
LA 

FAN.CNT 2 




KIND DATE 



APPLICATION NO. 



DATE 




Cool 
CA 2362337 
CA 2362339 
CN 1128987 
HU 74 092 
EP 1260504 

R: AT, BE, 
ES 2190442 
ZA 9404380 

^tre- 6ifl72:v fc 

AU 9915458 

AU 734870 

CN 1274711 

US 2001018521 

US 6566526 

US" LJUU1ULJU114 

US 6552200 

US 6340761"" 

US 2001000038 

US 6479663 

US 2002198407 

US 6555689 

US 2002007085 

US 6548675 

US 2001021791 

US 6559312 

US 2002077482 

US 6441179 

US 2001031895 

US 6348597 

US 2003220496 

PRAI US 1993-82693 

US 1993-144084 

US 1994-237466 

AU 1994-70466 

CA 1994-2166059 

EP 1994-919264 

US 1994-275685 

US 2000-725259 
OS MARPAT 135:19556 
GI 



Bl 
AA 
AA 
AA 
A 
A2 
Al 
CH, DE, 



20010605 
19950105 
19950105 
19950105 
19960814 
19961128 
20021127 
DK, ES, FR, 



US 1994-275685 
CA 1994-2166059 
CA 1994-2362337 
CA 1994-2362339 
CN 1994-193031 
HU 1995-3705 
EP 2002-12626 
GB, GR, IT, LI, LU, 



19940714 
19940526 
19940526 
19940526 
19940526 
19940526 
19940526 
NL, SE, MC, 



T3 


20030801 


ES 


1994 
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19940526 
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19950209 


ZA 
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19940620 


Al 


20010913 


IL 


1994 


-110086 


19940622 
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20001114 


US 


1995 


-458747 


19950602 


Al 


19990624 


AU 


1999 


-15458 


19990208 
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20010621 
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20001129 


CN 


2000 


-101035 


20000112 


Al 


20010830 


US 


2000 


-725291 


20001129 
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20030520 










Al 


20010906 


US 


2000 
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20001129 


B2 


20030422 
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US 
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Al 
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20021112 










Al 
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20030429 










Al 


20020117 
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2000 
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20001205 
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20030415 










Al 


20010913 
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2 000 
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20001208 


B2 


20030506 










Al 
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2001 
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20010328 


B2 


20020827 










Al 


20011018 


us 


2001 


-824788 


20010404 


B2 


20020219 










Al 


20031127 


us 


2003 


-364641 


20030212 


B2 


19930625 










A2 


19931027 










A2 


19940511 
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19940526 
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Al 


19940714 
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AB Title compds. [I; R = RlCPh20m; Rl = H or OH; R2 = H; R1R2 = bond; R4 = 
(CH2)nZZlCMe2R3; R3 - C02H or alkoxycarbonyl ; Z = CO or CH(OH); Zl = 
(2 -hydroxy) 1, 4 -phenylene; m = 0 or 1; N = 1-5] were prepared as 
antihistaminics (no data). Thus, PhCMe2C02Me was acylated by Cl(CH2)3COCl 
and the product aminated by a, a-diphenyl-4 -piperidinemethanol 
to give I.HC1 [R = H0CPh2, R2 = H, R4 = (CH2) 3COC6H4 (CMe2C02Me) -4] . 

RE.CNT 95 THERE ARE 95 CITED REFERENCES AVAILABLE FOR THIS RECORD 

ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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ANSWER 4 OF 6 CAPLUS COPYRIGHT 2 004 ACS on STN 

1997:315049 CAPLUS 

126:293268 

Preparation of 4 - [4 - (4 -diphenylmethoxy-l-piperidinyl) -1-oxo (or 
1 -hydroxy) butyl] -a, a-dimethylphenylacetic acids and its esters 
as antihistamines, antiallergy agents and bronchodilators 
D'Ambra, Thomas E. 

Albany Molecular Research, Inc., USA 

PCT Int. Appl., 55 pp. 

CODEN: PIXXD2 

Patent 

English 



FAN.CNT 1 




Latent 



pi 



WO 9709 
W: 




KIND DATE 



APPLICATION NO. 



DATE 



Al 



19970320 



WO 1996-US13905 19960830 



BR, CA, CH, DE, DK, ES, FI, GB, HU, JP, KR, MX, NO, NZ, RU, 



SE, UA, UG 

RW: AT, BE, CH, DE, DK, ES, FI, FR, GB, GR, IE, IT, LU, MC, NL, PT, SE 

AU 9671045 Al 19970401 AU 1996-71045 19960830 

PRAI US 1995-527273 19950912 

WO 1996-US13905 19960830 

OS CASREACT 126:293268; MARPAT 126:293268 

GI 
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Me 




AB The title compds . [I and II; R3 = C02H, C02C1-6 alkyl; A, B, D = H, halo, 
alkyl, etc.], useful as antihistamines, antiallergy agents and 
bronchodilators , were prepared Thus, reaction of Me 4 - (4 -chloro-l-oxobutyl) - 
a, a-dimethylphenylacetate with 4- (diphenylmethoxy) piperidine 
in the presence of KHC03 and KI in PhMe afforded 51% I [R3 = Me; A, B, D = 
H] . Compds. I are effective at 0.01-20 mg/kg/day. 

L3 ANSWER 5 OF 6 CAPLUS COPYRIGHT 2 004 ACS on STN 
AN 1995:871983 CAPLUS 
DN 123:285787 

TI Preparation of [ (hydroxybenzhydryl ) piper idinoalkanoyl] phenylalkanoates and 

analogs as antihistaminics 
IN Krauss, Richard C; Strom, Robert M. ; Scortichini, Carey L . ; Kruper, 

William J.; Wolf, Richard A.; Carr, Albert A.; Rudisill, Duane E.; 

Panzone, Gianbattista; Hay, David A.; Wu, Weishi W. 
PA Merrell Dow Pharmaceuticals Inc., USA 
SO PCT Int. Appl., 2 36 pp. 

COD EN: PIXXD2 
DT Patent 
LA English 
FAN.CNT 2 

PATENT NO. KIND DATE APPLICATION NO. DATE 



PI WO 9500480 Al 19950105 WO 1994-US5982 19940526 

W: AT, AU, BB, BG, BR, BY, CA, CH, CN, CZ, DE , DK, ES, FI, GB, HU, 

JP, KP, KR, KZ, LK, LU, LV, MG, MN, MW, NL, NO, NZ , PL, PT, RO, 

RU, SD, SE, SK, UA, UZ, VN 

RW: AT, BE, CH, DE, DK, ES, FR, GB, GR, IE, IT, LU, MC, NL, PT, SE, 

BF, BJ, CF, CG, CI, CM, GA, GN, ML, MR, NE, SN, TD, TG 

CA 2166059 AA 19950105 CA 1994-2166059 19940526 

CA 2362337 AA 19950105 CA 1994-2362337 19940526 

CA 2362339 AA 19950105 CA 1994-2362339 19940526 

AU 9470466 Al 19950117 AU 1994-70466 19940526 

AU 699559 B2 19981210 

EP 705245 Al 19960410 EP 1994-919264 19940526 

EP 705245 Bl 20030102 
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R: AT, 
CN 1128987 
HU 74092 
JP 08512028 
EP 1260504 

R: AT, 



BE, CH, DE, DK, ES , FR, 
A 19960814 
A2 19961128 
T2 19961217 
Al 20021127 

BE, CH, DE, DK, ES , FR, 



GB, GR, IE, IT, LI, LU, MC, NL, PT, SE 

CN 1994-193031 19940526 

HU 1995-3705 19940526 

JP 1994-502831 19940526 

EP 2002-12626 19940526 
GB, GR, IT, LI, LU, NL, SE, MC, PT, IE 



AT 


230395 


E 


20030115 


AT 


1994 


-919264 


19940526 


ES 


2190442 


T3 


20030801 


ES 


1994 


-919264 


19940526 


ZA 


9404380 


A ' 


19950209 


ZA 


1994 


-4380 


19940620 


IL 


110086 


Al 


20010913 


IL 


1994 


-110086 


19940622 


FI 


9506248 
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19960219 


FI 


1995 


-6248 


19951222 


NO 


9505255 
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19960226 


NO 


1995 


-5255 


19951222 


AU 


9915458 


Al 


19990624 


AU 


1999 


-15458 


19990208 


AU 


734870 


B2 


20010621 










CN 


1274711 
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20001129 


CN 


2000 


-101035 


20000112 


NO 


2002002129 


A 


19960226 


NO 


2002 


-2129 


20020503 


NO 


2003004811 


A 


19960226 


NO 


2003 


-4811 


20031028 


PRAI US 


1993-82693 


A 


19930625 










US 


1993-144084 


A 


19931027 










US 


1994-237466 


A 


19940511 










AU 


1994-70466 


A3 


19940526 










CA 


1994-2166059 


A3 


19940526 










EP 


1994-919264 


A3 


19940526 










WO 


1994-US5982 


W 


19940526 











OS 
GI 



MARPAT 123 :285787 



Ph 2 CRlO mv A 



NR 

/ i 



AB f Title compds. I [R - (CH2 ) rtWC6H3A (CMe2R3 ) -2,4; A, Rl = H or OH; R2 = H; 

R1R2 = bond; R3 = C02H, alkoxycarbonyl , etc.; W = CO, CH (OH) ; m = 0 or 1; 
n = 1-5] were prepared as antihistaminics (no data) . Thus, PhCMe2C02Et was 
treated with C1(CH2)3C0C1 and A1C13 and the Ph cyclopropyl ketone product 
treated with HC1 to give 4 - [CI (CH2 ) 3 CO.] C6H4CMe2C02Et which was condensed 
with azacyclonol to give I [R = (CH2) 3C0C6H4 (CMe2C02Et ) -4 , Rl = OH, R2 = 
H, m = 0] . 



L3 ANSWER 6 OF 6 CAPLUS COPYRIGHT 2 004 ACS on STN 
AN 1995:478306 CAPLUS 
DN 122:239548 

TI Regioselective preparation of terfenadine analogs. 
IN D. Ambra, Thomas E. 

PA Albany Molecular Research, Inc., USA 
SO PCT Int. Appl., 58 pp. 

CODEN: PIXXD2 
DT Patent 
LA English 
FAN.CNT 2 

PATENT NO. 



KIND DATE 



APPLICATION NO. DATE 



PI 



WO 9500482 Al 19950105 WO 1994-US6873 19940621 

W: AU, CA, FI, HU, JP, KR, NO, NZ 

RW: AT, BE, CH, DE, DK, ES, FR, GB, GR, IE, IT, LU, MC, NL, PT, SE 

JP 11236373 A2 19940621 JP 1998-269606 19940621 

JP 3195297 B2 20010806 

CA 2181089 AA 19941225 CA 1994-2181089 19940621 

CA 2181089 C 20000523 
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c 



CA 2147126 
CA 2147126 
CA 2254506 
AU 9471748 
AU 670004 
EP 703902 
EP 703902 

R: AT, BE, 
HU 73235 
EP 723958 

R: AT, BE, 
AT 174589 
ES 2129130 
JP 3034047 
EP 1026147 
EP 1026147 

R: AT, BE, 
JP 2001031650 
JP 2002212166 
EP 1369409 

R: AT, BE, 
AT 254594 
PT 1026147 
US 5589487 
* UC 5 3- 



US 557861 
US 5581011 
NO 9505023 
FI 9506270 
AU 9658372 

US 5663412^ 



AU 9917422 
AU 729549 
NO 9904582 
PRAI US 1993-83102 

CA 1994-2147126 
EP 1994-920762 
EP 1996-200338 
EP 2000-200419 
JP 1995-502981 
JP 1998-269606 
JP 2000-233271 
WO 1994-US6873 
US 1995-382649 
US 1995-455991 
AU 1996-58372 
OS \ CASREACT 122:23 
GI 



AA 19950105 

C 19990824 

AA 19950105 

Al 19950117 
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AB 



The regioselective preparation of terfenadine analogs I (X = CO, CHOH; Rl = H, 
OH; R2 = H; R1R2 = bond; R3 = C02H, C02R4; R4 = Cl-6 alkyl ; A, B, D = H, 
halo, alkyl, OH, alkoxy, etc.) is described. The key steps in the preparation 
of I were A1C13 -catalyzed acylation of PhCMe2C02Et with C1(CH2)3C0C1 to 
give a mixture of 3- and 4-Cl (CH2) 3COC6H4CMe2C02Et followed by 
cyclization-hydrolysis with NaOH to give the 3- and 4- 

cyclopropylcarbonylphenylacetic acids II which were subsequently separated as 
their cinchonidine salts. 
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II 



AB A process to obtain highly pure 4 - (cyclopropylcarbonyl) -a, a- 

dimethylphenylacetic acid (I) through crystallization from a mixture of para 

and 

meta regioisomers of I and 3 - (cyclopropylcarbonyl) -a, a - 
dimethylphenylacetic acid (II) in cyclohexane, whereby the amount of 
undesired meta isomer II is decreased to below 0.5%, is described. Compound 
I is converted in the invention to highly pure terfenadine carboxylate, 
which is a known antihistaminic (no data) . 
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